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KCTC 26245 ^-o|^7fl ^ . E*°lSA]iflol3 

K {extracellular signal-regulated kinase) ^£!*r°1 
TF(micro P hthalmia-associated transcription factor)^ 

L i E t L fl c" 2°.^. 4833 ^7fl^-g-0| 7l^5| #«1«Ka. ^ 

7]^o| #o|* r o£ Hfl^ ^-g-A] ?]tfl^ ^ 5U<H 31 

fliEil 

5: 1 

'SHt'd. ^6fl§^. o|«Q*||. ERK. UITF. 
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POUND HAVING MELANIN BIOSYNTHESIS INHIBITORS AND ITS PREPARATION} 
E^°] 7}c**> 

5E. i£ §^o| ^ s^; kctc 262453 cw## 

^ 2a^ £ ^^5) Ei|eflo| S^^S] lH-NMR(600MHz) 3^ 

"I. 

H 2b^ HMBC (600MHz) >i«]B^# ^^j*} 

£ 5^ Efltflo] 2HJ#ol ERK^SL^I* MITFS] ^^ofl nj^^. 
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$*$2\ 4M)*> <£*3) 

£ **H3 **fl €M3# Alfl.*} 

"S^y^ ^Tflofl ^ej stlfe^sj 

3 -^-Ms <H^ tfltf A 3^^3} ^ ? 8^# ^^Hf #^o]cf. ae-m ^ 

>y*JM Slafl 3 S]Jf iS^ofl ^l^^oj efl# 7}7jii 

i^. o|oU. 7jQ|{t ^Ety 7fl^ofl ^ 71*013 
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^ *Mtt A <9tM^ ^££^cpl] 2.±°\ Efol^Am^l (tyros inase)^ 

ElSAiu}^)^ ^eis} 5! W a^l 

ihydorxy-phenyl alanine. DOPA) ^ I^l^ ^^\jL. 

3\<$<$ «BHd£;±5 ^^M^ 

^ £*} 0**1] 5E-fe- aHJ^ofl-Hi Els^m^l ^ 

CH)7> ^J§S| ^2} *S8W. 

°£ ^^s)<H »a. tfl&3°J eIsaI^I *«8*ls*r «44?|o| 

0|Sf ^O). ^^XlL+Tfl ^6fl^7^ Cf<#*> nl^*] f-o.^ 7fl^5j<H *J;*Jj A>-§-S]Jl 
OJAI7! ^ 3|oJ T^Sofl A>#=lJl 31^ AS\E. 

?ms\o\ A\&s}°X2.iA. *H3£.£ °J*> 7^ 3E^ -if^} 

3! .2.3. ^ ^7>oflA^> A^O] C^SU fl^f ^^0)C+. 
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iie erks] e)j||g«g- £*m >j]£ofl4 <§^y erk^ #>gsw) 

*}oJ ^ JiI15lS(5.o1 (Englaro W. et al . Inhibition of the 

togen-act i vated protein kinase pathway triggers B16 melanoma cell 
fferentiation. J Biol Chem. 1998. 273:9966-9970). M l\o} 7 \ ERK-2] #>gSH) S| 

MITF3 ^-oH7f ^e+y A «5^"i- ^^1*V^JI ^aslSlC+(Wu M. et al . c-Kit 
iggers dual phosphorylations, which couple activation and degradation of the 
sential melanocyte factor Mi. Genes Dev 2000. 14 301-312) . 

o|^*> a?J# o)&*\ ^E^y 
*mir 2°5L A>S5)Bt. ^3 *9e*y ^tf>8 XeWW »Jfl 

H^y ^;£>j}£ M)ofl^ ERK(eKtracellular signal-regulated kinase) ^# ^ 
e}<^ MITF(microphthalmia-associated transcription factor) 
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^VJ ^tt^ 7^6fl^O| 2 7|Af3f ^Ol #7>ofl ^ ^# T^fl^ ^ 
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l4E}tfi*| 'S^'d l-floflx^ ERK (extracellular signal-regulated 

nase) ^^©M MITF (oicrophthalmia-associ ated transcription factor) £| 

*H4*11- ^13 *i*i]*r£ "S^Vd ^ofl^lofl ajofl ^^-g-o) ^£713 

S*L fllM€^^^(PenicilliuiD sp) ^S^r-El tflifl°J $ 

sflM-^S-^Penicillium sp) ^§ nfltf*Mr ^Tfl 02*] 1): 
#7| ^7floJ|>H <gcH*! X^r o)3\ Hflo^ojj^ c+7fl(^7ll 2): 

#7l ^7flo«Al ^cH^l ^ o|2j B j)o^ # ofll o>4lEflo]BS ^#*>°1 ofl 

oM]Eflo]e ^TflOE+Tfl 3): §J 

#7] ofl% oMltflolH 
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BJ^-^ KCTC 26245^ A r #*>l}. £ c*7floflAf tifiofoj <yofl^ fl]M^E]^-^ KCTC 
245£ &5L ^^(yeast-oalt extract. YM) Hfl7|# o)^t\o\ 28TC . 140 rpmj° 

#7] JE<tf<L5L-*El <3# ^ ^cfl 

^#S]£- ^ ^ § IHJO] 7^ ^# 

ojofl £ --&^o| SflM^eJ^ F02013S'E* 

TC26245) . 

^ 2oflA^ ^ £4r o\2] Hfl«J^# ^*!J^£L5L #7] 

KCTC 26245=- oM|£# o] %i>W ^#e> A% 

3oflA^ #7] ^ £fe o|£] Hflo^o S ». El oflej o^iflolE 4^§# 
^ #7) ^£^3 <g£ oH|^ ^ ^^oj aflo^ojjofl oj]% o>>qi 

^Tfl 4ofl>M^ #7| <>J<H*! ofl^ o>^tflo|E ^^§J2.S^E1 2J^3Snt£aeflm 

^« #7] ^Tfl 4^ 
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3o{\M <3<H*1 ofl^ oM]Eflo|jE CHCi 3 ifl^SJ £tf£-afl£ o| 

-1): 3! 

4-lofl>H^ ol^^S CKCI3 $ nfl%#3 ^^-Dfls oj-g.*H=.cfl. oinfl £ 
ul££ CHC1 3 : ofl^^=20: *>c^. 

#7fl 4-2<M^r ol=-#jo S nfl^§# o|^e>^cJ). H^^-lsM]^ 100 % ofl^fr 

J^ofl 1> ***3S\ SlttS^I ^ 

S°cf°^t1 §^o| ^ SfiJ<§tZj3-$(Penici Ilium spM^AS-^tt 

20135 ^(^£3: KCTC 26245)# $.2. n -9°> (yeast ma 1 1 extract. YM) ufl*! 
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Oml # 500 me #^3^ o|-g-^oj 28TC . 140 rpmS.S. 8*1 # *H°<ft\%LZ* . H 

c*. 01 o^e omyoMjEfloiHs ^ 

*M °ln8. &£#*fl CHCl 3 -nfl^=20:l ^nflo^* 

mi^o] u|^-# ^oj ^# cHci 3 -m]^=i:i mmiyW -g-^^ 
*t5a^. *t £3 ^ «s^y w<$ *m®$-g ssm. 

#7| ^<H^I fH^*J# 100 % nflff* -g-ofljL >H1^^ LH-20 

*MS£«ltf§ SLo\ 1SJ ^^01 #### ^St^(i 1 

#7} f£] S}4t*} ^ (physico-chemical property) # 

#7| ##§3 *]^(Mass) 154 °J # ^ ^ SiSi^ 

#EjSm*J 1H. 13 C ^^71 >:^IB^(NMR spectrum) cflo|El ^ ^ 

# ^^5. £ ##^3 C 8 H 10 0 3 o S ^^d>^Cf. 
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#7l Sl^T 1 "^ ^s}?! ^ofl^ 1H NMR spectrum. 13c NMR spectrum 

1 NMR 5J HUBC spectrum^ ^ 2**^ NMR ^^^2t^. 

£ SJtf§# nfl^ (CD3OD) ofl 1H NMR spectrum 51 13 C NMR# ^ 

^2}. 1£] 4.5-dihydroxy-3-propenyl-2-cyclopenten-l-one^ 

4r Efl2il°J(terrein) Q<8^<il n<HM%V . 

NMR data# ^ofl £ ^2*. 13 C NMR spectrum £-^2} 19.2(CH 3 ) . 78.0(CH). 
.5(CH). 125.0(CH). 126.1 (CH), 145.0 (CH) . 170 . 205.5 ppm^ 87fl2l carbon 
ak 7} ^^SJSI^. ! H-NMR spectrum^ S.^] 1.94 PP m (3H. dd. J=6.9. 1 .5Hz) . 
07 ppm( 1H. d. J=2.7H2). 4.67 ppm (1H, d. J=2.7Hz) . 6.0 ppm (1H. s) . 6.44 ppm 
H. dd. J=15.6. 1.5). 6.81 ppo (1H. aq. J=6.9 . 15.6) U]3.7\ ^^Si^- $ 
NMR data^Ei IS] terrein°£ ^# ^*>5M 

P^Joq i> £ la^oj ^^o] Sjtf^ §°-*> fL^Sl 42 

. «loMofl 7}H\J1. 75 "CS 7r£*M 7fl^*> o] 5j ^ 

ft! ^Alofl IS] cflzflol ^BJ41*!. HS? 60. B^J 80. £ 

6}oi *1]2*> ^7] 1200-1500 rpmS-S. 10-20 S«} 

^ ^A^U. ^Aofl>H 1~2«R> *tf*J £ lofl #7] 3^*1 Ml # 

#2] 7l7fl*>a^O|. o)ufl 100 g£.B *r3icK 
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a 1J 



ggHg 

0.1 



HT"6Q~ 

£g 80 



ggTTg 

6.0 



8.0 



0.5 



F*4 



IT 



TerreinS| >Ml£ ^ ^J*M ^)e>^, Mel-Ab M)S.o\\ efl^floj 

Mel-Ab ^e^y 5X2] 0)3, 37 t: *WW 10XSJ tflo^^^ 

BS) . 100 nU phobol 12-myri state 13-acetate. 1 nH$\ cholera toxin. 50 ug/mL^ 
B^^n^l-y % 50 U/mL2] «M*IS!# ^7f«V DMEM°ll M Hfl°^SJcf. 

#71** ^o) Bflo^sj Me i- Ab ^ej-y ^] i0 j| Efliflo]^ 0. 10. 25. 50. 75. 100 uM 

^■i^S 24 A]7> SO> ^B^O} Hflo^ojc^. ^ aflojufl;*]^. ^t\3L o.5 

51 0.1% 3^^:^" a>o]^-«j(l (crystal violet)# ^-g-^oj <3^*K2. Mel-Ab ^^Vi 

ol ^|7i*>jl. ^)2°fl #£*>^r 3^1^^ 95% ofl^^ 1.0 mL# ^#*>al 

590 nmofl^ ^*>Sm. JE 3ofl 14^$ 
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5. 3<H]*1 Ji^ #oj. ttjgsj Eflifloj 100 uM &5lVW Mel-Ab 

e>y Xlfioi] 3£°l*l SM ojAfloQ of^efTfl ^ **°J# ^ 5U 

J^ofl 2> £ t£4 ^E}V!«^ 4ti 

^71 ^^ofl loflXi flflo^ y e ,_ Ab .g^uj 4| 5 ofl £ «^o] tflejjol 2^§3* S 
Dl^^fioi S 7^(kojic acid)# A 7 A 0. 10. 25. 50. 75. 100 uM 91 0. 1. 10. 
0 ulUN ^i'SS ^S+y^ ^# a ^# S. 4a. 33 4b<HI 

3E*h ^«V«fl 0 <?^°fl^ Hfl°^ Mel-Ab >*fl£S} £ Efliflol 

^e]*h Mel-Ab a 5. 4cofl i^^oj 

£ 4a. $ 4bofl J££- H}S} #0], Efleflol ###2} ^7 HI ^ 

JL^7> 5*1 100 uMSj ^5.°fl>M3 ^*>al. m\\<U S 

>i>ofl 10BB ^e^y qj^j sfoi^ ^ 

i*V 5. 4cofl SL^ «m #oJ. ^BVuU^^oil^ ^^o_^ nfl<#£ Mel-Ab «g 

y >«3 3£ ^^yo| ^ u^oj Efl^joj Mei-Ab ^y >Hlaofl 
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Eiy 4)£on*i ^y ^# ^ ^ susa^. 

J^ofl 3> yel-Ab *gePd ERK 51 HITF^-ofl 

1-Ab >fl5ofl 100 uM Eflzflo] 4^. 0. 2. 10. 30. 60. 

0. 360 -g-o| ^2f^ofl u}s ERK (extracellular signal -regulated kinase) S] <H<$ 
^S.^ a|B^ il^S}^ ^S}^ MITF (microphthelmia-associated transcription 

ctorjsi ^sii§ ^# fcfoi tttrosact. a s. son umm 

£ Sol] l4Eh3 H>5| ^ol. Mel-Ab ^E|»d >Mlaofl Terrein# ^^*> ^. 2 ufl*) 
^01 ^2}?Vo|l ERKlHf ERK27J- 53*1 W^^Jl ^<>\5. 6*\ 

Efl7 r Tj^sU 2# £ ^ Siojcl. 3 u|o|7> ERK3 u}E| «ITF°4 

3 ^£o] #4:*Ur <2## #W ^ ASH}. 

ERK°| oj^l^^# -§*>oi ^S}y ^lioJUH igi^y ERKS| fKJSW] 

*M oj^fl^ ^ Si^o] iJlSj&J?-^ (Englaro W. et al. Inhibition of the 
togen-activated protein kinase pathway triggers B16 melanoma cell 
fferentiation. J Biol Chem. 1998. 273:9966-9970). 3 \J0\7\ ERK^I fJ^SWI ^ 
MITFS] $€1(7} ^E+y ^# °4^1*^J1 ^aSlSacKWu H. et al . c-Kit 
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iggers dual phosphorylations, which couple activation and degradation of the 

sential melanocyte factor Hi. Genes Dev 2000. 14:301-312). 

VMM S. 5# £*M £ dJh? i^^ofl 3£#3£r *|2fl°! QV&o) ERK 

fMiJ2M1?i MITFf- >fla^ ^# *l*mJiS*l 

^ ^ 4* susm. 

KCTC 26245 ^§ -£*}o} ^olu r ?fl ^ Si -2.°1 . ^o|^A|Mlo)2: 

MITF 2] ^^fl^^^l LjEKfl^ ^o.S. ^e}\d 

7|i£j ^s^cf #«|*Ka. *M-7j3oj ^o|*>°s. Bfl^f ^-g-x] #£3: 

# ^ SW ^ I£r 2*3 ^^IS -fr-§-*Ml 

S« ^ Sic}. 
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13 

5}^-l 1 




2] 

iJ^*J 3] 

«lM^^w^(Penici Ilium sp) ^ KCTC 26245# afl^Kf ^ 1): 
^71 ^Tllofl^ ^o}*] ^ 5L£r o]^ Hfi<tfqTj # ^](^7ll 2): 

<>H]tflolj= c+7fl(cf7fl 3); 31 
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3<M ^<H*1 oflej o^EflojE CHCI3 Dfl%^2] ««#nfl§ 

At#*>o| ^Sl?f^ 3Sn>Saa«ala 

4-1) : 51 

^t\o\ IS] tfl^oj £fe SttlrtMl 4-2)S ol^oj^l ^# ^ 



24-20 



BEST AVAILABLE COPY 




BEST AVAILABLE COPY 



BEST AVAILABLE COPY 



Document made available under the 
Patent Cooperation Treaty (PCT) 

International application number: PCT/KR04/002677 
International filing date: 19 October 2004 (19.10.2004) 

Document type: Certified copy of priority document 

Document details: Country/Office: KR 

Number: 1 0-2003 -00906 1 1 

Filing date: 12 December 2003 (12.12.2003) 



Date of receipt at the International Bureau: 11 November 2004 (11.11.2004) 



Remark: Priority document submitted or transmitted to the International Bureau in 
compliance with Rule 17.1(a) or (b) 




World Intellectual Property Organization (WIPO) - Geneva, Switzerland 
Organisation Mondiale de la Propriete Intellectuelle (OMPI) - Geneve, Suisse 



